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Restriction to one of the following inventions is required under 35 U.S.C. 121: 

I. Claims 1-18, 34-37 and 4 1 , drawn to a method of stimulating cartilage growth via 
stimulating chondrocytes proliferation in a patient comprising administering 
amylin peptide to the patient, are classified in class 5 14, subclass 2, class 530, 
subclass 300, and class 424, subclass 93.7. 



II. 



Claims 19-22, 34, 38-40 and 42, drawn to a method of stimulating cartilage growth via 
stimulating chondrocytes proliferation in a patient comprising administering 
adrenomedullin peptide to the patient, are classified in class 514, subclass 2, class 
class 530, subclass 300, and class 424, subclass 93.7. 

III. Claims 23-30, 43, 45-48 and 50, drawn to a method of stimulating cartilage growth in a 
patient comprising activating a receptor via administering to the patient amyHn agonist, 
are classified in class 514, subclass 2, class 424, subclass 93.7, and class 435, subclass ' 
7.1 



Claims 23-27, 31-33, 43-47, 49 and 51drawn to a method of stimulating cartilage 
growth in a patient comprising activating a receptor via administering to the patient 
adrenomedullin agonist, are classified in class 514, subclass 2, class 424, subclass 93.7, 
and class 435, subclass 7.1. 



The inventions are distinct, each from the other for the following reasons: 

Inventions I - IV are directed to different and/or distinct methods. Although there are no 
provisions under the section for "Relationship of Invention" in MPEP 806.05 for inventive 
groups that are directed to different methods, restriction is deemed to be proper between the 
methods of Inventions I, II, HI and IV since they constitute patentably distinct inventions 
comprising methodologies, starting material, objectives, technical considerations, ingredients, 
endpoint or/and treatment outcome. 

Inventions I and II are directed to the different polypeptides; amylin of Invention I differs 
from adrenomedullin of Invention II in their structures (amylin consists of 37 amino acid 
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residues while adrenomedullin 52 residues; moreover, there is only less than 20% sequence 
identity between these two polypeptides). 

Inventions I and II are distinct from Inventions III and IV in that ingredients which the 
inventions employ, amylin and adrenomedullin, are structurally distinct molecules and the 
modes of action and the method step(s) of the Inventions are different. Inventions I and II are 
directed to the method comprising the step of increasing active concentration of the polypeptide 
(amylm or adrenomedullin) by administering amyhn or adrenomedullin polypeptide whereas 
Inventions III and IV are directed to the method comprising the step of activating a receptor 
Note that the action of a receptors are distinct from the mechanisms of the polypeptides per se 
because the receptor involves agonists/antagonist which may be or may not be the amylin or ' 
adrenomedullin and that there are at least two independent amylin receptors (see Christopoulos 
G. et al. (1999) Mol. Pharmacol. 56, 235-242, page 236, the left column, the second paragraph)' 
and because receptor as much broader action spectrum than a polypeptide that acts as agonist or 
antagonist to the receptor. 

Further, Invention III differs from Invention IV in that receptor(s) for amylin (Invention 
III) structurally and functionally differs from the receptor(s) for adrenomedullin (Invention IV) 
as amyhn and adrenomedullin bind to different receptors (see Table 1 and Figure 1 of Fischer J 
A. et al. reference: Biochem. Soc. Trans. (2002) 30, 455-459), even amylin can bind to the 
distinct receptors (see the above statement regarding Christopoulos, G. et al. reference). 

Because these inventions are distinct for the reasons given above and since they have 
acquired a separate status in the art as shown by their different classification and/or divergent 
subject matter, and/or are separately and independently searched, restriction for examination 
purposes as indicated is proper. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Samuel Wei Liu, Ph.D. whose telephone number is 703-306- 
3483. The examiner can normally be reached Monday-Friday 9:00 -5:30. 

If attempts to reach the examiner by telephone are unsuccessfiil, the examiner's 
supervisor, Dr. Christopher Low can be reached on (703) 308-2923. The fax phone numbers for 
the orgamzation where this application or proceeding is assigned are 703-308-4242 for regular 
communication and (703) 305-3014 for the after final communication. Any inquiry of a general 
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nature or relating to the status of this application should be directed to the Technology Center 
1600 receptionist whose telephone number is (703) 308-0196. 




Samuel W. Liu, Ph.D. KABEN COCHRANE CARLSON, PH.0 

A .-7 onno PRIMARY EXAMINER 

August 7, 2003 



